national Colloquium on Paracoccidioidomycosis held in February 1986 in Medellin, Colombia. During the meeting, the written comments of all members were analysed and a new simple classification was agreed. The members also agreed on the necessity of dissemi nating information on the new classification to the South American specialists.
In this paper we describe this new classification (Table 1 ) and outline its correlation with the natural history of paracoccidioidomycosis ( Figure 1 ). From its natural habitat, Paracoccidioides brasiliensis (P. brasiliensis) penetrates the host, usually the lungs or exceptionally through the integument. Once within the tissues, the parasite may be immedia tely destroyed or may multiply, to produce a inocula tion lesion. The fungus then drains into the regional lymph nodes, producing a satellite lymphatic lesion.
The inoculation and the satellite lymphatic lesions form the primary complex: lung + lymph node of the hilus or integument + draining lymph nodes. Haematogenic dissemination of the fungus may occur at this moment, with the establishment of lesions in any organ of the host constituting metastatic foci. Throughout this period, there may be no apparent signs or symp toms, the silent paracoccidioidomycosis infection. Once established, the disease may evolve in two ways:
(1) Acute or subacute form -the disease is established from an usually undetected primary lesion and pro gresses rapidly, by lymphatic and lympho-haematogenic dissemination to the monocytic-macrophagic system (spleen, liver, lymph nodes, bone marrow). The clinical picture is characterised by systemic lymph node involvement, hepatosplenomegaly and bone marrow dysfunction. This picture may mimic a systemic lymphoproliferative disease and depending on the degree of dissemination, can be subtyped to moderate or severe forms. It affects young patients of both sexes. In most cases, the specific humoral immune response tends to be maintained with high antibody titers, but there is severe depression of the cellular immunity. Histopathology reveals loose granulomata with large numbers of actively multiplying fungi.
(2) Chronic form -the disease starts from the primary complex or from quiescent foci and develops slowly, remaining localized or involving more than one organ or system. Symptoms may be referred to a single (unifocal form) or to more than one organ or system (multifocal form). As most of the cases of chronic paracoccidioidomycosis start in the lungs, the disease may remain there with slow and progressive morpho logic and clinical pulmonary involvement, the pulmo nary unifocal form. The infection may then spread by bronchogenic, lymphatic or lympho-haematogenic routes, the multifocal form. Less frequently, primary progressive and isolated muco-cutaneous involvement occurs the tegumentary unifocal form.
On the other hand, the disease may start from metastatic foci, such as those in the central nervous system, intestine, bone, adrenals, genital organs etc. The patients seek medical care because of the invol vement of an organ or system not related to the area of inoculation, the extra pulmonary unifocal form.
Depending on the clinical findings and the patient's general condition, chronic forms can be subtyped in mild, moderate or severe. Patients may die or recover: the healed lesions may contain viable fungi (quiescent foci) or leave sequelae (respiratory insuffi ciency; chronic cor pulmonale; Addison's disease). Under conditions favourable to the parasite, the disease may be reactivated from quiescent foci, thus reinitiating the cycle.
The chronic form affects almost only adult males. The specific humoral response is variable; cellular immunity is preserved in the unifocal forms but may be depressed in the multifocal forms. Histopatho logy reveals more compact epithelioid granulomata with smaller numbers of fungi.
The proposed classification is based on the natural history of the disease. We started from the principle that the natural history of paracoccidioidomycosis, as has been described for other deep mycoses, should follow the same steps as that classically described for tuberculosis, the model disease for chronic granuloma tous disorders6 7 1 1 13.
There is both direct and indirect evidence for the occurrence of paracoccidioidomycosis infection without disease. Namely the detection of fibrous and/or calcified pulmonary nodules containing dead or viable fungi3; the existence of scarred lesions in the lymph nodes of the pulmonary hilus31; the detection of a pulmonary primary complex with lymphangitis and satellite adenopathy in a surgical fragment from a patient with lung carcinoma3 2 and the relatively F or the classification of the clinical forms of paracoccidioidomycosis we started from the fact that the mycosis may evolve: 1 ) rapidly with a tendency towards dissemination and impairment of patient's general condition, usually affecting young individuals of both sexes, or 2 ) slowly, with localized lesions, involving a smaller number of organ systems and generally affecting adult males. These two types of evolution respectively characterize the acute or subacute form and the chronic form4 1 0 1 2 1 9 2 8 30.
The recognition of the acute or subacute form is widespread in the literature. The entry route of the fungus usually goes undetected, since these patients rarely have a history of tegumentary lesion or radiologically detectable lung damage4 5 15. The disease may diffusely involve the reticuloendothelial system, re placing these tissues with macrophages that do not succeed in destroying the fungus or blocking its multiplication. The overall picture may simulate leukemia or malignant systemic reticulosis in severe forms. It may involve more localized segments of the lymphoid or reticuloendothelial system with a picture simulating a lymphoma (moderate form)5. Patients with the acute or subacute forms have been classified as belonging to the anergic or negative pole of paracoccidioidomyco sis33. They usually exhibit a marked decrease of the cellular immune response to P. brasiliensis antigens21.
Antibody titers are high8.
However most of the patients have chronic forms of disease. In these cases the host has greater defense against the parasite which leads to a more protracted and localized course. Progressing from the inoculation lesion the disease may remain restricted or localized thus characterising the unifocal pulmonary (more frequent) or the tegumentary unifocal chronic forms9 16. The disease may also manifest itself by symptoms referred to other organs or systems starting from reactivation of quiescent metastatic foci (other unifocal forms). It should be pointed out here that in cases of unifocal organic involvement specific lesions in other organs, with no clinical manifestations have been found2 4 25 . When the lesions in these other organs expand and cause clinical manifestations, the patients exhibit the multifocal chronic form. Frequent exam ples are tegumentary-pulmonary, pulmonary-adrenal and pulmonary-lymphatic involvement.
A few chronic forms originating from metastatic foci are more circumscribed and encapsulated charac terizing the pseudotumoral forms, the most outstan ding example being the paracoccidioma2 7 29 .
Patients with chronic forms maintaining a good general condition, intact cell immunity and exhibiting granulomata of the sarcoid type are classified as belonging to the hyperergic or positive pole of the disease33.
Paracoccidioidomycosis usually behaves as a disease of insidious onset and slow evolution, with relapses in which clinical manifestations may differ from those of previous attacks11. Variations in the intensity, extent, dissemination, and characteristics of the lesions will occur in a given patient depending on changes in fungal virulence, fluctuations of the defense and immunological mechanisms of the host and on environmental factors11. When a patient is classified in a clinical form, we should not forget that he is at a particular phase of a dynamic and polymorphic disea se.
There are signs indicating that paracoccidioido mycosis exhibit variations in the frequency of clinical forms in different regions of the same country5 1 5 or in different countries1 1 2 1 5 1 8 2 3 28. This suggests either the existence of distinct P. brasiliensis strains, varia tion in the susceptibility of exposed individuals or environmental factors. These are important and as yet unelucidated aspects of the disease. The only way of comparing patients from different regions is by esta blishing an easily appliable, generally accepted sim ple classification of the clinical forms. This is the main purpose of this communication.
